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Dr. Quinn makes the important point that the severe acute
respiratory syndrome coronavirus 2 (SARS-CoV-2) pan-
demic and Coronavirus disease 2019 (COVID-19) crisis
creates a context to consider when proposing treatment and
undertaking clinical trials." The setting is a new medical
problem that is serious and resulting in record numbers of
hospitalizations and deaths. That is very different from
chronic disease where there is already a base of treatment
and the next clinical trial can test a single drug on top of
guidelines-directed therapy and take many years to com-
plete. Such trials in cardiovascular medicine may enroll
thousands of patients. The COVID-19 crisis is a global
catastrophe that initially called for an immediate medical
response in hospitals around the world. When it became
clear within a few months that hospitalization could not
save all the patients, there was a very strong medical, ethi-
cal, and moral mandate for empiric early, ambulatory, com-
passionate treatment with the aim of reducing the intensity
and duration of symptoms, and via that mechanism, reduce
the risks of hospitalization and death.” Like all serious viral
infections, SARS-CoV-2 appears to be incurable with short
courses of single drugs. The innovation occurred when mul-
tiple drugs and nutraceuticals were used in combination.”™*
The infection was not cured; however, the severity and
duration of symptoms was sufficiently reduced to alter the
patient’s course and avoid hospitalization and death by
~85%.” Randomized trials of using 4-6 drugs in combina-
tion vs matching placebos in thousands of outpatients are
not forthcoming. Thus, we are aligned with Dr. Quinn, that
an adaptive approach with continual review of the literature
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for signals of benefit and acceptable safety with either novel
or existing drugs is the appropriate path forward, building
upon algorithmic regimens we have devised or similar ones
as they appear in the medical literature.”

Peter A. McCullough, MD, MPH
Department of Internal Medicine,
Division of Cardiology, Texas A &
M University College of Medicine,
Dallas
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